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conxsnnincs snsrt compounds which sohibiB or rnpidiy dssirusof udnc; in wst£r, or poivn's ;;:"!<;,. vvutur soiubiu 
flirrsforoing cornponnd^ondonaiiy combining pH-bu?ienng aikaiine compounds and an enteric scaring is useful inths 



i pdnt embodies ^onocrdoa-snisde under Ssetion 117(1; of shs ?;>fsnisAci 187?. 



SRbOPCATON 

crscs z- - - * omforora 
5 - e'V~ 

Nl i- - - Invention is related to a new stable pharmaeeotlcal o * 

St: T 

.mo providing gssjrouitestkisi cvusprotsctivs sheet when asmg them. 
v„ »C "~ 

15 dpq:sxitdio.o,;ranafcm anion In ■■-■■■]■. reacting and muiral media. The haff-iSfe of omeprazole in warn; aoi oboes 
at pH-vahms less than four la shorter than ten minutes. Also a; nouns?; pbhvame.s the degrsdahon f aactlon 
ptocsadsmpmly, e.g. a; pH<-Mheivasfdlre of omeprerolehs about IPhours, while at ITgher pKwastoestbs 

tr ^e - v f "c 

p, 113-1S0;. The sstbiihy omnia is senile; in solid phase. The deyysdsticri of omepntmaie is catalysed by acidic 
2g macllng cornposenisana; s stabilised in p^;xture;? with alkaline rtiactfriq compounds. The stability ofomepm- 
sotvemx. 

mom whet ;s said about she stsusby props rtiea of omeprazole, it is obvious that an oral siosngsiorm of 

28 btharn;m phao-oacologlcai stadias ltwasfcsooihsv.thc rate of release olomep-asole from; a pharmeceatl- 
c< ^ v v. v - < 1 ^ - <. iPebmnt 

Cede id, Gaetroentero t. mo! 108 ; bledoeag form 

< v. - 3 J ••.••*/•••:; :.sr?! 

h^erdartoobhdn a pharoiaceutiesS dosage -forfri of omeprazole which , ^ t '-mmcemoct 
3Q t * < o Ao <• m < " < i however, are roads of 

, - t 

direct or indbeci conbxa vbih it, with tha result that the preparations become barfly discolored and loss in 
on^eprazole coots at with the passage of time. 

diffosioriofvvatororgasirajjiacathfGiigh trie enteric coating into the t — e-o - 

resides in tha stomach > a is emptied s < the smasi Intest loe. The diffused o or as o, , 

4(5 dissohm pads eftho sore In the close em 

inside the coated dosage - T he alkaline seiuhon' will Interfere with tha coterie coating and evemoafiy 
dissolve it, 

Ao enteric ecatao dosage form of o em prase Is was reported by diihrant snrf Oerferberg, m tea above abed 
Scaoci. J, CnmPoentemlogy ■ 98b; Pd istmpi 108; p. 1 13-120. The pobiicsboo eescdoes a conventional enteric 

found that the stability of this dosage form was InsLdftcient daring Scog-tcrn? steraga raga^rati for 3 nsaakotsd 
phs-ciaceaticp; dnsacasfofrn. 

ha conventional to rnadadDn ol omeprazole is made, the atabllby Is :■■■>■ sahslsatory, parbcolsriy In resist- 
ance to huobdi-y,, and speclsl retnstorseproof pasklag Pas been adopted ;o ' - " « - trooblss. However, 
this provides noaatlsfaeto-YSOIehon to the problems in today's drag olstnoatlor: systenp andalso ieedsto 
Incraasad costs. Under the olrcnmstsnces, > lets been a demand lor tee rfevaloomarp; of new enteric 
preparations otomeprayoie with betters- ability. 

o OS i -3046 to a way to easi: a dosage fgro? is eescribad, Rob the dosage - la coated ebth a 
iso U; hie layer co - - /ste >i \,'' "*t *• ^ - & aim to 

" ? s - v , - - - , - rdonmhlsnsetho 

- = <. v *"e aHin 

US-A-2S409?9describes an entaric coaled oral dosage form, whsrs lbs entenc coa-b;g la combined with a 
second a nd/cv first costing of a water irsaoluble "wax" layer. This method of preps ration ;s net appi •cable on 
0. >s «- \ c; ncc direct coofc , !> 1 

- 1CAP; cod omepraaoie oa-asss degradation and discoloration of cmeprasols, 

DE-32-23v e ^ v 

g§ obielnlniestinai jolce. The second is water soluble regardless of pH sod the third layer is an entohc coahng. 



Both this orensratico end Psi acasxxation dascdbes in DE-AM 6:7 615 maud in a dosage fern- which d= act 
dissc pass sand v* ' ' ' 

ssed TaxesTxnxatoax xxxao a rsxd rede.eaeo'ithe dn.a; if: Paxsmah d>testirs> is rsxaied, 

;£-A1 1204383. sees o ^ * fx? f * which is 

orvAHcnc-tVvesc^ ^ -< <- 

Dbxaxsx;s.stics.i dosage form containing oxaxpxxoie.. as the presence of so said axxsxsat with omeprazole 
Oabax? me ; safa wxeox 

Thecbiact of tixexxesant awrxxoa is to provide fin enteric coated oosspa xnw; obornsprasoie, which is 
resistern to dissodahon in aoicf mecoa and which -Uissoives rapidiy in nsaxa; to aikalhwrnadis and which ftass 
^5 t during lorppxxm storage. The new dosage form is characterised - -> < o < , way. Coras; 

sox;;xek?p oaxar.a*i^ 

•a " " - ^ c x a x ■ - >v x Xt- 1 v% v- w a - < v - w*- a i ^ ,o\ t X -v^ dxt, * w ax 5 - u 1 
water ;>f rapidiy disiotcgrstian b water and consist hx caxonxxwaa,, atharwisc bsxt phexroxxxshcally accept- 
, o ^ <" ^ ^ > r the outer 

P0 layeowlwshxanaraerhxmatingfrhsiwa 
dovwlhswafsr center 
long-term storage. 

3 f p= 
2 5 Core s 

OnDsprazofe is mixed whh insri, preferably water seiable, conventional paemxseeetioai cixwhtoextsfo ^ 
„a - a aaaaaiXratioaof onxepraxaieinihehaai > ~ i whit anaiKaiine ) f <>mxs- 

- x , <\ 3 each 

wwxxaaeie oarhca; oi not iossthan phi wp preiexndy net iessthsn oH-8, whao water is sdsertxedtothe 
pp psatichas of tee miKtuxs or when watar is edtexi in small amounts < • raixrarx c i substances can ho 
chosen amenta diaxxo faxxsstrictaa to snbstancessueh as the sodium, rsmasshmx caichxm oxtonssiarm and 
x , , -c - - > ^ - - \r 

^ - ' — < ^ , , " 't-XMP 

xh x • xxaaxa : w oxide oxxxxoosite xbsts-sCCS.Si.ich as 
35 " ^ C'x^O 

„ , * - - I-, is, -~ - ' ' w ^ ' - W 

caDtehiopH s > ' a - ebeaebseve 

> s< - ^-e^f <- t aoGiixrypoTassiaay n^Qne3!naxc:dcii.aTi8fc. 

SB its of omeprazole, wioao era described b; sap eishsf saxic oxn combination with scon- 

40 veniiaaah a i say cioa 

' - oowdarroixfare ia dwa foraxjiatad i;Xosmail basdsi.a. , - . x ' raxd pcistineorsofbgaiabna 
capsaies by aonvanhoriai ahamaxeutica; txocsburss. The nehets, ishicts ca csiana. capaaias are osso as 
■awes forks X ha r pr o S3 s si a g . 

4S Separating isyer 

Tp S no'axax:.a:hacorsaininpaikaiinsr : ;acdnp t s 

corPsxninofrascarboxyi ofonpa.. which mhexyisa caoseedagraoabon/ddieoioaxho;': atoxxiprasoiooofaK; 
daxxaxirac prfscass ordw ing ctcrago. The susccatino icycr, ia :he foiiowsna hatined - saparatlrsp isyeo 
3i> . s ^ - ^ ioixaifiasirx: ixxa aaoaxida in iowarosthaaissiaw. 

a can react with hydncayi scrrs diffusing from ihn inside out towards Paosarfacc of the coatsoi a •taxes. Tbo 

coshaaiananiaraanapua:oao^cou-moan03srsxxis ; fof Ir-stanaa Aids ;; .6fatpOx:0;Xi 2H X 0, 
ppA-O 1 „Js? 23 C; -"-s T ,xcx- - 

aihs nHxaj^adnc corripooudc soch a ■ tor instance th« sodium, potassium., caicsarm magnesium sndsiomb 
* csrgafJSGororgss 

, dI» inert layats, opfiorafiyco! alnhgpi >ufx xt 

'sompejunds, 

Thasoparahngisysxisfcan dsspraiiadtotna coms-peiietsortabicts- byconventionamcaxngproxxxaxs. 
v 1 ^ v f . xv - , ! - - ^ 

ete -> -5 " wi - ^ -M ' - - " 

W3isrsoiubis,dn*:rtcompouraisorpoiymersasu ssxormstgncs sugar. 
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Th»thsckns5Sonhss:ip3!?:;fng hiveH;; not fess;th«n£fi.m,fQrsri3i!sph&ficaipsi;ete prefers bhmot lesathan 
m fo' s ts r. t t lass than 

in t!i% ess* cmoisss sneiher methodic apply the eoailng c&r. be v ' < N by < dryvcatint; sechnicue, 
firsts tablet containing omeprazole is compressed as described above. Around tins tablet a layer >r 
g < t v ■> -s < orp-.,r \ - 

sbse, in wisersoK;ai:Sor:s Vv3tsr^ ; p<ri;y disi^isaraiuKaafcistexoipisnss. The separating layer ims a thlcknesss 
of not less then 1 mm. Ordinary pissiidsers color ants,, pigments., titanium dioxide, talc sob o; no; additives 
■> 1 1 - - v. " o 

in foe ease of geiatmcapaulosthegelsw; capsule itself serves as saps rating layer, 

10 

ig example, cellulose acsfots phthalate, hydroxy propy! r s t-m, a s poiyvir^yiscetstsphthaiata, 

carborwewrhw'ietiw^ as. tor 

rmn - - ' ~~ <J> - 1 

similar compounds - to notes; enteric couhaos. Tne sorer a; see! \t-.g < also be applied ^ 
hssed polymer dispersions, e.g. Aouaterla® dfotC Corperati G m, Eedraulfo La 00-55 (Rdh.m Puarmsl, Coatiog 

2fd CE thirty dsAfoA, Toe so; she costing layer can oohonaky contain e prumw;:eouticsily acceptable pkashckmi 
seed as, for instance, ceianoi, trlscatim chirk: said esters such as, for Instance, those known snda-'ths trade 
name CitrofkixfoTmeeri. phthabs sow asters, dibutyl succinate orslmHsr pisshobets. The amount of pisst- 
, ' - - n w < - , > ~, - , r of 1-20% of the 

sotedcsoat!seordyos:a-sa.Diaoersentssach as tale, coknarm-smd elgmeeis may also be Included into the 

yf< 

h is, * n t q ^~ ep 

with an alkaline ra eeiisg so n'sjosrei v >, - e> <. ^ ve <j ,v ^ 

- - y core mat tofthe active in 

greoaent, omeprssokn enhance the stablihy of oeaepraaois;. Thecoma suspended in water to; ms a sokriioo or 

30 a sesnsnslen which has a pH. winch is cipher than that oi a somber; in which the polymawmed for enteric 
seating Is just swktble. TPs cores - coated with > water soiuhie or in water ranidly disintegrating coating, 
optlomslycostalr:lnpapH-bo?ferinpsaostaoce,wldch separates the alkaline cores dons -he enteric coating. 
Wiihcstthls separating layer the rsssstarsmtovmrdsgastdc juice would Ore too short and/or ihestorsge 
Stability - <.» •> ^ * < - * 

35 ^emerkcoahr^ 

neutral to alkabne media seen as, for instance the liquids present in the proximal part of the rmwd :<sasune, 
tke site where disseisees is wanted. 

Fmsi'dossgsfonn 

40 " fohetecem ; 

; v - - - , s. h Is essentlslfo ths 

long term \ " m - t w 1 -'s' ; ' - -m > res 

lactone coated tablets, capsules or pellets; is fcsptfow. preferably not more than law by weight. As u con- 
sequence the heal package containing ham " f < ' pellets orefsnabiy siso 

45 contain a deslecsnt, whleh mdocss We water contest of the geisha shoe; to a level where the water content of 
the carebocoatsdpehets filled is the capsules ienot mors than 1.5% by weigh; 

A process fortes rnenufoctcreof tne oral dosage form represents s further aspect of oho invention. After 
SO me forming sf the cores the cores are met coatedwith the separating layer end thee with the enteric costing 
layer, the coating is carried out as described shove. 

The preparahoo according to the invention is especially advantageous In reducing gastric aciti secretion 
and/or providing a gastrointestinal cvioproteehve effect, k Is administered one to sever al times & day. The 

istheindividua 

gn requirement*; of the pedants, she mode oi administration and the disease. In genera; the daily dose wkl been 
the range of 1 -4Q0 m§ or omeprazole. A method for the treatment of such con dlhons using the novel oral 
dosage form represents a further aspect oi the inventors. 
Tee Invention k; described In data;; in the fokowlng examples: 



€8 BXAMPl 



sf<tlderent ;o3oneslurn compounds was evalestsd In the form of enteric ccatedtablets. Tablet 
rst mods by known techniques according to the formulations ilsttfohVfobis Uollowed by 
•? aepenstlng layers and enteric coating layers as shown In Table 2. 
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~ - xtsbtet cores !mgj 





■ f 








0 








15,0 


15.0 


15.0 


15.0 


15.0 


15,0 


15.0 


lactose 


13»,0 


113.0 


1 19.0 


iis.o 


1 1 S.S 


118,5 


113,0 


Hydroxypropv: 
















cstiuloss Oow 
















substitution} 


5.0 


5,0 


5.0 


5,0 


5.0 


5,0 




















oeSfoiose 


1,0 


w 


1.0 




1,0 










5.0 


S.0 










Na 2 HPQ 4 










0.2 






NaSaurvisuifata 












0,5 










15.0 


















15,0 


15.0 


15.0 





• : • 15^ 

255 Totsl 160.0 160.0 188,0 160.0 160.0 180.8 160.0 

Table £ Formulations for costings {nig} 



i - < .V 

35 Cetyl ateohos 



2.0 2.0 2.0 



sjndsf ths msn-io^d conditions.. Tba result i.s r^ro-^srimd inTsbis 3, As may bestir; fro-r; ; hotobio s 
romarkabio s.^bbdoy offset 1 sch^vsid »hs;-; a ir^gns&lurr. CQraoooovs ssco^sinsd i-vshe iriner^saratsng 
suvsr. 
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Lsysr 
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'v. ins ;.J3fi 
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A 


A 
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C 
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v'" s t v - 






B 
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£ 
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A 


A 










* 7 says 
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B 


A 


A 


A 


A 
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40"C; 7LVviRH: after 7 days 
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A 


A 


A 
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D 






'1' 




'7 


"7 






. ' ^ *s\ " 
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V 
7 


V 
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777C; ataarSOdsvs 




A 


A 


A 








40*C;75%RH:sit8r-=sdays 


B 


A 


A 


A 


A 


A 


A 


At the. sta rt 


A 


A 


A 




A 






g;")"C; alter 73 days 


B 


A 


A 




A 






40*C;3fi«f30days 




A 




A 




A 


A 


40-'C:75%nH:;ifi«! 17 days 




A 






A 




A 



70 



- w a " rown . 

=$3 A ^ a i te n ? - <s u >«\ e ras> s i>ho » 
yix;aamp!6asvalta?ted^ discoloration 

- - - - r- - Ipgmu 

tier? h'" - " *ss stored in a dosed glass; bottle at room tsniparsdora for the indicated 

aeaad of hrna. This clearly demonstrate 7;;;; preparations with unusually high stsblldy woe e obtained. 



Tab!a4 Si., t c & ierc 1 vparatfons 

iTAb'etscfformaisuon 77?, 777/ 



' tvra .a - Qmeprszois Content [%; 



\ m Whits 
I year nt room temparatara Whits 
40 i - White 



i-xampteS 



- - c 16150 ti 

Laotoas anhydrous SOOg 

; Hydroxypropyt cefiuiose SOOg 

aalooxaystaidns csddess 400g 

i Omeprazole 2C>06§ 

Sodium Isuryi sulphate 50 g 

7 j ydrogor; phosphate 80 g 

DistlUscivvstsr 4400 g 

omeprazole was rnsds anritha mass was v^s-mixsd to a proper consistency. The war mess was pressed 
through an extrader and sphsrorazsd to pullmsdThs peHete ■avera dried and classified lata suitable asftlsis 
siia ranges. 



§§ SubcQstedpsflsts 



Uncostod omeprazole pellets 
c - mu -' x >, 

) t a;« 



'The Doiyrnsr sokndon liT weseposysd on the ucnocted pelie-s in a ?Ts;d: «:■:>; Pen sppcrsPis, The sore 
ere pSaoad sbovsthe nyidszsd had. 



Snncostedpelsets 60S) a 

, r< §7g 

N okvisicchoi Sg 

Aeetons S40g 

tO Sthsnol 2310 

The pciymsjr eoictlon hV; was sprayed on the subcoeted peik;i.s n; e fhddfesd bee .appena-uc cehd ep>a 
guns Disced ebovp pie bed. Abe-drying to aevsne; consent of 0.5% the eenenccpoie;;. pedeP; werooSsssi 

«5 ' \\^ v ^ N -> vPant 

s c.cii sensed oetipcpe.g. hydroxy-propyl n 

celkdcsse, -'jv - 1 s ' ' glycol polyvinyl slcohoiP, 





Meenitol powder 


•iS2Pn 






Lactoss anhydrous 


80 S 




25 1 


Hydroxy-propyl oplSoiose 


80g 






Micro -!> sts 5 '^GsSluiaas 


408 








200g 






i { nets 






30 ^ 


Disodlem hydrogen phosphors 


8.3 g 


30 




DnpTed water 


51 Sg 





Tfs^oxp, : f £xsmpie2. 

35 occt'ffi , p« . 

Ucpostpdcn'iSprezDfe ,<? s 500 g 

!Si ^ ^ 20 g 

E&atwT ^oog 

40 

Toesohcoaaed soiled; were prepared esdesconed In ppcc-cpTT 

45 mQ S 

« 45 g 

!V Cervlaicoho! 5 8 

Acetone* 2tS« 

SO 

The enteric -eoetedpebetevvere o repa red as oenrbbad n; h>:amoie2. 



sb 2 mm a 
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Exampfo4 
Unseated pstiets 





Msnnhei powder 








80s 




Hyd s.svp & ss 


80 0 




Mk^osrystshin:; oeikpo:;;; 


40 g 




Omeprazole 


200 g 




Phi roniffiF08 






Dssodhin; hydrcper; phosphate 


:?4p 






450 g 



Theuncosted psifets pvpre prpparpd ;p; dpscdppd in ExpmpiP S. 

Uncoated ps: Sets S0Q g 

ddcrse 30 g 

> Sparse! «g 

The subecated sei;ets were prepared as dpsenbad in Ex«rs;p!e2. 

Enteric ax;? eff p; - p? 

Sub;»st«dps$efcs 500 g 

^••sSate 45 g 

IV Cstysaifloho; 5g 

371 g 

> Sthanci 88&s 



posvmsr dispersicpp. a. p. Aq;.pp.pn;;. 



i 277 a 

LpcO;pB3nhydrePS llSg 

i HydrpxvpsGDvjcsikiiost 2Sg 

<-\-!,r ; s p Sg 

is );s;o ;x psphat 2g 

p? V'Osohate 0.1 g 

Distilled watar l?Qg 

The unposted prists wers pnspprsd ps d-jspnpsd above, 

p - \ - - ■■ 

The ujscoatsd ppiipis wars spboostsd as ds-seribsd in Sxampfe.2. 
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SudracjltLlOQ 
g II; SiBSryl alcohol 
Bharsol 

1$ Examples 

Fo r mo le ;:■ no vv : ; h d ';0 sod lis m s a It o f o ni e pre ;:o i 8 , 



iC 5 so 

MannstcS powder 2422 g 

Lact sea ydroes 120g 

I - - , ^ . c->- 30 g 

^?iiuios$ SO 8 

II Sodium laury! sulphate ?S 
D:'s-':!l3d water 850 g 

e" ; 

Us-seastsd prists §Q0g 

; 20 S 

HI A =5 donate 4g 

Distilled water 400 g 

Posits &obcno«d o < lis 380 g 

IV v - <d:uiosc 20s 



Tli0twG subccst layers, Hi and IV, wsre applied to the n •> dizedh 
so ri sec- j i ivs o rd •? r 3S. p r«v !o -j s i V" descr ; be ci . 

48 Enteric cozi&dseitet* 

Ss.ibeoated peileia 500 § 

n *i«w> 57 « 

V Cstyl alcohol 3 Si 

4§ Ac8torss §*0S 

Sthsooi 231 g 

The preparation of ontebc coated peiieJs wes nenoiTned asdessdbed Irs Example 2. 

SO Exampt&sJsnda 

Formulstionswsthths magnesium saitotomspr^oie. 

t&i eu Example No 





7 


S 




222 8 


222g 




ts: ? 3o. 


!4?3q 


Microorv"sU3;i;n-5ceisuios8 


105g 


10O 8 


\ „ - - < ox t 




2G0g 


Sodiurpispryisuiphs;;; 


8g 


8 8 


Disced water 


500 g 


37o c 



station made < desedfasd In Example 2 * i* the exception that ;he L\Tsep3:?:sis.rr.agrtss!LSiri 
<aH$«^f!i c ■) mixture 



G3 : 1:^638 A g 



5 sis - s - t-se 

Di:P:i;;ed water 



Examples 
Jane'S 





T'hp poinds >VP: g propgred as ds-scnbsd - r \^ t 


•!e2< 




19 Enteric cotfsd pellets 












P-> 






Pnndd 








500 g 




sis 




Big 








H 








540 P 








231 g 




20 


ThSSinPidC COSPSd pOnSiX 'A'ftie p:'Ppr:;'i:T; f.:S deSC 


0 V ■ £v„ V 














Msnufatsuraof imm. 






25 


Tablet cores 


Bxamples No 














AQQ& 






:)nw < 






30 


: speeding So ,< 0 




428g 




Lactosa, anhydrous 


1420 9 










;00s 




Sodkirn oarbos^pfg anhydrous 


1SS 




35 










Distilled watar 


200 g 


208 % 








30 g 


40 


The povv;;er ";::<; o;» I wascsrsrndiy hornogensec 


isnc or n - 


saloon*;,' 



driedksaiP^dwePbedPryeroso'ip so Inlet absent permute cd r50 :: Cfof Sonilrrjpgs. TPtKksed eriX&rawas 
then Sor'.wd through a sieve with so operate of 0.5 rone After mixing with ninnies bur; reoaojgethu g obsolete 
vvastshiaac on fi fes Pled og neacPsne using S mm ps.sncpes. To : gsOke weight was 100 neg 

P5 P. , ^ 

Thetsdien; oorgeod-rg onneprasole were sub-coated with .epf.:ecs<lrnately 10 % by welgetot hydroxy-propyl 

i u >- v. * 3 A r ^ c using ;? padbrated costing pan apparatus. 
ThetsbsoPitomnemmgonre^ esmg the dry posting rsohnsque. Atab^st 



SO 



>sa aiihydrops 



4P0P p 

180g 
420 g 
42S 



55 



;s prepe rsd in ^ \ way. The iactosu weo grentdeted wltn a soPriion - so edesoe- sroedbeo, 

-tevvas sdm*xed 

Ths grsnnhde mass was dry coated - o ihs tablet cores of example 0 using a Manasty Dry Cots* 

* - - t„ Hfid 3^ 

m omeprazole. 



The su3cc;iit ; ;d; s;j;2';i;i;;;toi:;sd sbovy vvers cnisrii; coined using the same costing aoioioon 



3 

" - > - 

fsopropancl 
DistilSsdwaser 



3:50g 



10 



is coating wsssppiiad in apcrionPsd coating Dan 
;nc: soiuhoo was appp*d fen- aach kg onabioia. 



Coaooooi 



5 These sxm 
when tho sub-coating iayer is ahss 
rnssamet ; 

oxampie4above. 



osxoOnd omeprazole peiieS pro partes 
aaded in order to obtain a iong :P;sh nfe 



25 ! 



PPo-ohioi oovadsr 


16100 




1610 n 


Lactose anhydrous 


80 8 




80s 


ydrax opySesii s< 


60 g 


60 g 


SO a 


Microcrvstaiiinscsiiuiose 


40 g 


4-0 g 


40 S 


Omaprasois 


200g 


2G0g 




f>iuror-!cF68 


10g 




10g 


Disodiuio hydrogsn phosphate 


2g 


as 


24 p 


- \; v«£sr 


450 g 


450 o 


450p. 



ThsuKccstei piPiete wro s-sDa.-ad as described m ExampfeS above, 

i 

500 g 



■> ^ \ - ohthsiate 
Ethanoi 



371 g 



O ' C JS? Ov. 

UncGstsdpsh'&is 



Omsprasoio sodioro salt 
?V;snniP:4 powder 
Loaxi-no^nPvorcns 
HydroxypfopyicelUikjss 
We - \ J '0 

?P . - ' -> 4 •„ 

Distsi ted water 



330 g 
2424 g 

120g 
30 g 
St)g 



T0sprepno4n:n>,v':3o: ids • » jl!i>iei 



0- \ K \ c*\ 500g 

\\\ . - « ?se^*\«o S?g 

; Cstyi alcohol 3g 

Aoatona 540g 

Sthsma; 231 s 

Tb^msark; coated Delists were prepared as described in s\ v 

Tbssfor roo;atk:-a is the saa'e as in Example 8 above, but no euhooabog lays: 
be •<:• V'Vj? 



222 g 

Msnnltal povvder i473g 
I ^:s;>-oc:!-ys;:sii!fwc:enij;osg 1O0g 

20 

li - " Sg 

QistHlsdws&r 375 g 

The preparation svss rnatisss rtescobac in EscampU; 8, 

m 

; - ' - 

Uwaatadpeiiets S00§ 
. hihaSate 5? g 

30 HI Cetyl aieoool 3s 
Acssor.s §40 g 

Etbanol 231 g 

Thepe: ^ - ""pte 2 above. 

3S ^ 

Fa? ibe peapar ebons aeoordiap to h'xaniDies 2 > and comparative Examples I -V above one or both o- the 
ifforrred. 

40 Acid resistance 

Fha - „ - >a - of ^-araaddixh 

gaoble tluldLISPlvvhhout «^yn?sp 3?d.dpao;;bP 1 00 Praia. After 2 hours tho sciuro aovxim'xif ao'-isorsroia 
raraaiosog Intact In dietom;uianons vvasriererodnsd. 

no-oijnt cf omeprazole dissolved was detero-inesh "'h ;:: result;; a us praoenteu in the m-howlou Toole 5. 



12 



cp/p/cp? 


Qm&prszc 


do Addrssktsncs, 


j f/ass edon sp sac 




Afe 


content 


amount intact 


:: H - > « 










omeprazole <'%/ 


after 0: 5C<*r 




§ 






after 2 boats 


% 


pH 


min 




2 


S8.2 


95 


100 


6.8 


10 




3 


SO 


98 


91 


6.0 


10 




4 


sa 


88 


*) 






IB 


5' 


82 


93 


70 


7,S 


30 




6 


31 ,3 


87 


S3 


6.8 


IS 




7 


&1 


35 










8 


S» 


98 










! 


93 


87 


*) 






IS 


it 


32 


84 


*} 










34 


58 










IV 


88.5 


4 










V 


§1 


S3 


■**}■ 









«} t M% ^thefGrrritsistsor 

.earphysscce 
brnwo deeds degradaberp whba b 



tdstglcss ixwies ;bs.o 



The enteric cestesi essietsapcocding to hxseopie V, where bts enteric costing wss applied cibeehy of! the 
cores; according in Exatmple d, was discoloured already during the ectorse posting process. 

PP 

\\ ;by. 

" r hc stadlsty of o-rteprszcbe pellets as-cocdex; to She invention sww coxwaeesi with boa; d; cnvepweow 
35 ' ^ 

% > Toe three fornwistlons, packer; in debt containers net containing s si w< o, storec >or 

; ., Pf; : -r ; o.-We at ■ PePC. Abo; this.- Woe the escksoes: were opened and the pePets were esowyed tor we 3 moors 
of oowixseole bvHPLC. Tlx; torrwPatior; socordPw no the Invephon had an onwexseob; consent of SS.Sp:>o: 
^ he ^j t rli"r^;<; :;: y r; csS-w*: tvVO fors-:=. Usiio;?^; awweer coatee; of 2 sod b % respectively warevbtnalSy 



PronWheresphpolvenin TsdIe&bUsn deseed acceptable 
acid reswtsrnssccsWw enpoared by oslng a conventional technique 'see for instance cxensplesp 

" ens; V la not sccaptabbpwistee a discoionrarion, showing 3 degradation of oncepfaasia, oncers daring short 
, p*:-: ' - o wo ' t . N - - ° n - > ' ' 

(SxaropieVp 

if the amount ci alkahne swwtsoees in the cores is bwraassrdtd a WvaPwpans oweprceon; tuts ao acoeprame 

-,*W., : : ; JiS i\ ;h Wi ; S3 PitrptinC oftPS it r S iP.CS tC 

oxs:P3twcosne:w;nseoscP^ aobatancs wiii degrade aireadyin ths 

v S ^ 

When the Preparation is osrdsci Pv to ths invention asfcr instance in cxan;pio4. a cpoq resist- 

^ rc«5towards§sstrsciu caw \ s fdstab I tyder no iono-term storage fsobfeinssiTnlsh o :< 

"\ A ,itbth sin - jiiswnereeiths;r an acceptabis acid resist; 

o d n<5 the en ento" ao« *- -fo- 

20 hydroxido, has been induded in thr coseaof Exsmpis S, This father Improves the acid rssi&tsnce se well ps 
o 3 n vgnre^Vf* ^ pe~ 

The furthercwrpjara-Slvs test shows the great importance of a low water content in ow preperar.cns. 
stabiiitvdorips lopss-tercp storaoe as weei as good sfafoiiiiy doring ths residence in the stomach after absrbnis- 



ai OowpoKoP; aspethar with an aikabne reacting compound or capipoands o^an aiimbna reectino sab. erf' 
y;q k >. c ^ v>e 5 aika rsereac.t ngc mpopnc n idudec * s 

b) n-H> erne materia; is sabeoaiedvvdh onemr more ir^ert, !^lwaterscItJb5€or|f>wsiar^pUiivd's;nsa$jrs^ 
, ^ w> ^ 

a; 1 v c bis enteric coating, optk sbyc-om? 



The vcPomecrs cams to rha laboratory a; the ranming aftm navbrg absisPvae n'oa : p;oo sines; 10 p.rn.th-a 
r;k;b; nmcaacbmj tbs axped men; si day, A , t;me binod sample vvss iskan _ - < < •> > capeLde jc 
.m o "mC^ ^ ■> s ^ ;c-gether with ISO mi of tap wider. Farther f. *■ ^ t- - m ^ 

-™t " - " "> ^v'o J' n I'somi ,*csc^<,<„; , ^ - ~^ ~ :* = 

- - - - , - ^ -> < v > , -1 

atlon of omeprazole irsthe stomach > ii - f " 

bstbobmeb:e;?ap-mmeambon ofteeonmpravnie suspension and stfurthsrfour times valine Krmisutss 
> hamrvadabemhedma imak^dVhe concentration of omeprazole in ia'ced plasma vvasassayeo by high pr as- 
sure Siqindchrcnia-ography mamaon, Lagers; him and GrandevA. Sean d J GasaonmemMOSA 20.. bmppi 

> I'obtso, 

J Miw> piasmn ;xsa;er;tiabaaa gamcA; after 20 ma aingia ami dose;; oi o;neprra;Ae paver; aa hard geisbn 
capsaies acennbng ;o dxan-rp A a and , a v s of micr onised omepraaoie b; sodium a c ' v >t ■> 
solution. 



SO Tims (mm} 


bapsades 


Suspension 


30 


10 




0.84 




20 




0.30 




30 


0.03 


0.S4 




35 45 




0.64 


3S 


80 


0.22 


0,44 




m 


S.36 


0,24 




120 


0,3§ 


0.13 




150 


0.29 






40 ISO 


0.20 


0.04 


40 


210 


0,10 






240 


0.05 


0.01 




300 




0 






0.01 






45 









S . ? " 

compsbson was based on d^atotai area cedar ;h;And;vifty;anaiaspmannaenPaban vcisamiime carves, 
3 \ a by pre paring capsules according to , ■> c iris possible to obtain a preparation with theeame 

, t •> - vmmm 

tribe notice that avhen the suspension is <<,.-—* ds given aodh;ns bicarbonate 
aoietkm frequently in ordsrto nAAmAs prembsoipher; Psg;adadcr; of omepra?.oie In the storysash. 



2. A prepsrstiop according *o ciafm'l wherein fhe subcosJing Sayer composes one or mors of magnesiom 
oxide, - -^;p t , n i* *e subston;? h f M f ' 0 » ?v1gO,Ap-0...2c iCv.nH^O]. 

; n n isnotan sr>te9«5! and less than f;. 



:4 



scents srsg to oiaim 1 wnc e 

5, -i ~ ! "W* « ^ ^ 

§ -> *■ i \ 5 
* pH of 7-1 2. 

8, A preparation accord^sg to da;tr; 5 vvh&is;:': -heaikaiine compound coroprisccoraKem-amiofmag- 

nesfom oxids.. dydrrjxkio or ctsdxtnato, akar;inic=rn o m\ •* eah:in;rooodA;m or potassium 

O' ' ' r ^ - - - , ' C - v 

ssthan-2. ID 

omepracoie aooh as the scare re, ootasaiom, magnesium, eafcmm oremmofxsssii salt 

a. Aprsparstion according to claim 7 evhema: too - ' n ? core comprises en - > 

mixed with an I nerd alkaline campou > o . 
55 8, A sfftpsrabor; according to any one of the pnscading claims wherein the enteric coating comprises f § 

hydroxypropyhTtetrdAtn^^ 

* - , roat.uyl estor or polyvinyl 3«5tste pfcthaiate,. opiienahy cos yaining a piaehaicet . 

to, At;repamdon;:n:oordawto::uo;oneofth 

^ - < ^ i ^ m 

cores ocnrasamyj.oa^sra^ 

ooispra70ieoptd";ai;yni ; ;o: ; dvdtdanasko^ne reacting compound or coir-pounds a-s coated with one or 
mora subooating iayers woe? eadm trio sobceated cores are further coated with so enteric costing. 
12. Peaces;; according to claim 1 t whereat a preparation according to anyone of claims 2-1 0 is prepared. 
2g 13, N ; 25 

gnyortsorciaim* 1- 10 is adrniniciersd to a host in tha need of such treatment io ■hether::a>emiaaiiyeffedive 
amount. 

14. U?rO. >W , ' 1 f ' r t - 

mremren; ofeaetroettostirtsi diseases. 



om:u>mwrOv?«rAnac^ 



